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Sir: 



I. I, Rote, Alain Oorrv,™ afflicted ^ the Uriversitv of c,c„, U032 Caen 



Cedex, Paris, Fnmcc, 



conduced a collaborative „ „ f about ^ ramoxidc n 
Prop 1 oo 1 bac te „awid )feComp a„ ySt!md!lIndu ^ which „ ^ 
LEGRANTJ and E. ROUSSEL, co-inventors of the present invention. 

3. These experiments were conducted between July 1996 and December 1997 

ProrionbacJr^™'^^^^ 

ftggggn. to produce mr^o^ had ew , b^ p^n^lHcr^^^ 
assertion .ssuppor.edbyttef.c.m.uh,^^^^^ 

» the — ofNO by these bacteria werepubhshed in ,99* in « inleTO Ll scientific 
journal which claims to consider only original data. 

obtained under this collaboration showed, on a statistically signi^cant basis, through the use of 
sound scientific methods, the following: 

BOS^^^ t BROOKES S. . , 
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»• Ce rtain strains of Propionibacteria are able tnn^ • 

a S ^ hESiSOfNOb ^ ra P iom ^™c u l« Ms do es no, involve ftewdl 

•v. NO synthesis by Propionibacteria to increased a, physiological bodv 

Acompari.onbe^endifferem^insofp^^^ 
no. a, strains «, aWe t0 produK N0> sewaI dcvoij ^ nq 

synthests. Son,e specifle drains ^ bee „ character „ b ^ „ 
more NO than other strains, 

<• Taking too consideration the overall comments ftom to Examiner relative to the 
applet s mention, and more specially his iaKpnMm of previons 
.=« yor in^tlyrelatedto Propionibecria, i, is clear thatthe booicVbUshed by Balows et 

that Propionibactena are able to produce NO. Chapter 23 entitled "The Denitrify™ 
Pmkaryo.es," is the only chapter considering to predion of NO molecules by bacteria The 
only ntemton of Propionib.ct.ria in this chapter (Page 5S6, SK ond paragraph) is given a S: 

Whether a ,n,e respiratory uti Won of nitrite by to festive Propionibecterium occurs, 
has been questioned; it may ins^d be .d-dtota process (TCaspar. 1982)." This sentence 
do. not exphcly mean 0 r even suggest tha, Propionibacteria are aM. * syn tos*e NO 
Moreover, if the Kisp „ „ W „ ^ ^ ^ ^ ^ ■ 
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syathesis of N : 0 (nitrous oxide) . Mtb0 

Kn^dgc «- Proven. share „„ ^ " - *.«-»« 

Therefore. ta .is b oo, there ls no direc , ot in , rec , evidrac ™ ^ ^ ' 

7. Tlic second reference 4 cited by the Examiner relator m „ 
monoxide synthesized by fcsc taeria or ~ °f NO, ° rmta ^ 

needed for NO synthests (to. ot nitrite) have ^ ^ J 

Moreover, . be CMlcWed ^ ^ ^ ^ ^ ^ 

cheese produced by the described *,w.„j ■„ , consumption of 

P y me d M cnr^ procedure wtllreleue in the digestive met significant 

amounts of Proptoru'bacteria, M s „, ^ ^ ^ ^ NQ 8m * TO 

Prop^c,™ „ sing . selKUve mcdhm >*«« 

suggesuheproductoaofNObytoebac^anditspotentielus, Moreover J d »eT 

bv ,™r , | j / d,re °' " V " W "> '""P"" "» ™» »*• *« invention proposed 

^r f r erented ° bVi0US - N0 "» f ^^^-ve„s Ue8 e Stt(j „he 
1TJ * P T iteW,W - •»>"»«*«- .0 do so, or ( U>tbe u.e of these 

4 U.S. Patent No. 4,379. 1 70 to Hettfaga ot al. 

5 U.S. Patent No. 5,573,947 to Madec et al. 



i r WIMANl\189549_l.DOC 



of NO by Fropionibacteria and its potential accumulation have never been described under 
general (Le., before their consumption) or post-consumption conditions, it cannot be deduced 
that there is the potential for NO production within the digestive tracts of consumers without the 
knowledge provided by the applicants. 

1 0. Finally, none of the original results (see paragraph 5) that we obtained within the 
work carried out in collaboration with the applicants, and which constitute the basis of the 
proposed invention, can be rendered obvious from the analysis of die documents provided by the 
Examiner. 

11. I further declare that all statements made herein of my own personal knowledge 
are true and that all statements made on information and belief are believed to be true; and 
further that these statements were made with the knowledge that willful false statements and the 
like so made are punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of 
the United States Code, and that such willful false statements may jeopardize the validity of the 
above-referenced application or any patent issuing thereon. 



f^.f^ 

Professor Alain Ourry 

Head of Department UMR INRA-UCBN 950 
Member of the Scientific Committee 
of Caen University 
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